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(54) SOLUBLE THROMBOMODULIN-CONTAINING COMPOSITION 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject composition capable of manifesting excellent stability 
even at the time of preservation for a long period without causing adsorption onto a container even when 
diluted to a low concentration and useful as a prophylactic and therapeutic agent for blood coagulating 
diseases by including a soluble thrombomodulin and a specific reducing substance for stabilizing the 
soluble thrombomodulin as essential ingredients. 

SOLUTION: This composition is obtained by including (A) a soluble thrombomodulin and (B) one or more 
kinds selected from maltase, lactose, sucrose, arginine and salts thereof. The ingredient A is preferably a 
human urine-derived or a recombinant human soluble thrombomodulin. (C) A nonionic surfactant as an 
adsorption preventing agent is further preferably added to the composition. The composition is prepared 
by separately preparing, e.g. a composition consisting essentially of the ingredients A and B and the 
ingredient C, mixing both in use and then freeze-drying the resultant composition in a solution state. The 
amount of the added ingredient B is preferably about 0.1-1,000 mg based on 1 mg potency of the 
ingredient A. 
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l ] nl?gtt b n yOr^i? b - 

SBMtt b n z/^Va. V y#W»»*. 
[0 0 0 1] 

McDii^ssffi^] i ssfctt 2 set 

±©^j£ttbP># ; £S^y Vk, v;bb-X, b 

ny*t';a'jyk, v;i/b-x, 5/^b-x, mi, 
fiat, ^^ttlWi^Jfc&Stffl-i: bT^f <T 
*S. Sfc, *«BB, v;bb-X, 7*b-X, K 

^auvoesfbsiKH-rs. t/h- 
-x, 5*b-x, ffilt, 7;b^->fej;r>*^(D^e) 

t -T § nff§tt b p U >©!R»»irJMK: 

■rs c t -r § RiBffi b p y^^a <j yoK* 

[0 0 0 2] 

[flasofiSH b p yfltsJa U y» b n y)£y*\m 

wmmfr h wsmmm^ t sss-e b & 3 xx- * 
^oifii^saffic#ffi-ragaKi:LT, i98i 

¥x^*V (Esmon) 5 (^"ns^-x-f >^X" ■ * 
7 • If ■ ^3 ■*-/!/ ■ 7Af5- • *7 ■ ^x>->X 
• ^7 ■ If • a— XXX- (Proceedingso 
f the National Academy of 40 

Sciencesof the USA) 7 8, 22 
4 9-2 2 5 4, 1 9 8 1) fcJ:D«&£ftfe. 8<H 

ftfcffiSLfc (if ■ ~»— ■ *7 • >U*u*Jii)\, 
■frSXhU- (The Journal of Bi 

ological Chemistry) 257 
(2), 859-864, 1 9 8 2) „ S^E, tbh 

P >#ts;a 'J >O^D N AEflJfcJ: tf 75 7 H@Utf 

Igg^n (x># ■ i/>-±;l (EMBO Journ 



XbU- (Biochemistry) 26 (14), 
4350-4357, 1987), # K^-T VOfiSltf 

b 5 *»e * noofe So b a y >b b a >e 

ft, b a y if b a yfft^a y m^a^rjf'f 
y c £Sttfc-r « c t k £ t) 8i*HmB**t t 
vs. -rat>-s, bo>^i/^u>[4jfiir«SEiE«ff 

MtLTM, lriifii«»@^ffl*feofc7>^bn>try 
4^~fe\ XbWb*:»— tf, »7X57-yy 

7*^'<-*-^!W£fflSft'Tva. b^uas's, <i 

T, JlO^Cf^^ff^a^tt^Sbny^t 
^'J>*8 wi«#W t b p y if > fc gSntt* m b 7 
nf^y C ©fgefcfcffii&rs b n a I) 

vffitt*Wbfe b a U y«H*ff0l8jSJ&flifc 

[0004] t b b p j/tftsJa y yf±, JSdPttS'fi 
«SttT?*»K 75/*4SH«, EGF««3fi^iS?, 0 

affl»iiSfeavH4^ij{k^t^bTr§»fflMij^^ira 
U y«WK (iXTBlBtt b n y^'a U > k nf JO * s 
^JtSSl-e* 5 1 b Sfi*BT»1S hny^a'J>% 2 

AU!3MSnTV^o C©£5£WBttbPy^>*a 

ae?i¥W#ffitj;afe(DkbT, 
«iK«a««fe «t zfrnmnftumzmt; Lit nr^tt b 

P VX&a. V y 1-621 9^B, RM¥ 

2-2 5 5 6 9 9^|g, ^¥3 - 1 3 3 3 8 0§i v 
*, #H¥3 - 2 5 9 0 8 4^|g, #H¥4 - 2 1 0 

7 0 O^IB, #S¥3 - 5 0 3 7 5 7^H, 
4-5 0 5 5 5 4^18, E P 4 7 4 2 7 3 #4^8, W 
09 1/0 4 2 7 6^IB, WO 9 1/0 5 8 0 

IB, WO 9 1/1 5 5 1 4#^ffi, WO 9 2/0 0 3 2 
5^IS, WO 9 2/0 3 1 4 9^i>«, WO 9 3/1 
5 7 5 5#4fc», ±|E5. S*S^, mi 13^, 

pusBiem3. asa#^3 0EMi 4-i. 1993 

OnJBtt b P U > (#HB9 63-30423 

WjM, m mm 63-146898 WjSM. RfH¥ 3 - 

8 6 9 0 0^«, ttH¥3- 2 1 8 3 9 9^«, >T 
W ( I s h I i ) 6. If ■ S?+-^-;l/ ■ *y • ^yx 
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M-^^Xf-r^ay (The Journa 
1 of Clinicallnvestigatio 
n) 7 6, 2178-2181, 1985, B 

no8^, m&mmt. mmm^6 f o 

5 1 1 - 1, 1 9 8 8¥> M?., tlMf, 2 
0, 1 9 7-2 0 0, 1 9 8 9> tvtb (Yamam 
oto) 5, f •v f +-t;l--^-MW5XhU 
-(The Journal of Biochemi 
stry) 1 1 3, 4 3 3-4 4 0, 1 9 9 3)f01 v 

[0005] mmat. a^i^w^Bcfcist© 

£LT, #§Wl-6 2 1 9 ^IB£ fc£73 
y**Sfr53 4 5-4 6 2#B©7 3y«E#l*£&RT 
b P ytftsJa U >tf , 2-255699^ 

^istf+i i sor^yKsa^sasRrsftthnv* 

U >tf, fSFjg¥3 - 1 3 3 3 8 0 ^&$gK f±'>fc 
< fcfe73y*iffifr?> 1 -4 9 7Sgor5y^ss* 
^fr^tt b n ViK^a U >ff> 3-2 5 9 0 

8 4^4Hfifctt4 6 807 5y«a»^^ftSnr»1th 
P >#^a 'J 4-2 1 0 7 00 4§4tfR|c 

BWt^'J n^y y*y tjyemztnt^m&h 

P y#tS?a 'J >2>\ 3-503757 4§£«fc 

■^JO^M^T^Tfe^lffStt b P yjRtS^a U 
#S¥4 - 5 0 5 5 5 4 4#&$R|cttfc h«^7 

^A,"?VT fe J: V>HT»tt b P Z/ttita. V E P 4 

7 4 2 7 3§»«!:ttl 9S»*^SSbP>tr>Sg^ 

P U >tf , WO91/04276 ^S£« 

n y f n ^ n^Fn^f 

es^rsBraHtba^^ayyfl 1 , wo 9 1/0 

5 8 0 3^^KttlBWby , J3'9-5y^y*yTf«S 
SnfcnTjgtt b P 'J Vtf, WO 9 1 / 1 5 5 

1 4^$gttt^^^>^ffl0757HCB^-r5<: 

tsao T«fk*B6± Lfc nrjStt b p y > 

tf, WO 9 2/0 0 3 2 5^miatmM^ h«S*Rl 

»tt b p yttVa. y yfiitftoasaww, w o 

9 2/0 3 1 4 9^HK:{±0-^y3S/7Wbi5ffi1!B« 

* v ^ s 0 - ^ u 3 s/;wtapffifB«%^ 
s*feBr»ft h p y^t^a y y# , wo 9 3 / 1 5 7 
5 5 #i^g k. a 7 = y »eai*ii»t scttcj^Tg 

fiiMffSSK ±S^W»*l»lhLfcnI»tt b P yjRtS^a 
WO 9 3/2 5 6 7 5#4Hfifc:H:75/8e?!l 

c, ±iE5 tt** b p yflts;* y >e&*oh147 5 y 
wew**&EW*fiHDLfeBr»tt b p >*ts?3. y y 

**£LT^5 (B*^m SI 1 3m OHM 
13, II#i§30EM14-l, 1 2 81, 1 9 9 3 



[0 0 0 6] £fc, tbKS^OlSMtLT, ftMHB 
6 3-3 0 4 2 3^$g£tt#S+S$l^©#?S;^ 2 

0 0. 0 0 0, 4 8, 0 0 0fc«fctf4 0, 0 0 0*^4 

snrMtt b p yttzs* y xomsmit. &mm 63- 

1 4 6 8 9 8 4§^fctt#S^t^T?0fl9 1 fitf 3 9, 
000+1 0, 0 0 0&J;tf 3 1 , 0 0 0+ 1 0, 0 0 
0 b P yif^Ja. y ^ WIW 3-8 6 9 0 

0 mmx. mmjftm-ii<i>fr?mtf 55, 000-5 

10 8, 0 0 0£J;tf6 0, 0 0 0-6 5, 0 0 0©Bfigtt 
b P y#*5?a y 3-2 1 8 3 9 9 4§&ffi 

£ «§7C«liT-0#?Stf 72, 000±3, 000 
33£CF7 9, 0 0 0 + 3. 0 0 0 ©nRStt b n >JptS> 
a'J^ Ml^tlTM. -<W (I s 

hi i) 5ttJfiUR*33itfStfJOnr»ftbny^s;a 

y (-9* ■ ■ *y ■ ^y-*;i/ ■ -r>^x 

f-f^'-i/ay (The Journal of CI 
inical Investigation) 76, 2 

1 7 8-2 1 8 1, 1 9 8 5K ¥#£&JlW2&£^fcl 

£?. m 1 0 8m PiUg^*, «j8#^6 F 0 5 1 
1 - 1 , 1 9 8 8¥) , ££S&K4i©S7£OTZ?<0# 
6 3, 00 0 © nJStt hoy^a'J^ Ofil 

JKfcfllSW, 2 0, 1 9 7-2 0 0, 1 9 8 9), tVt 
b (Yamamoto) 6tt4 6 8073y»aSfr6 

&&nJM'ft b p ytfts^a U y£ (if • ^-v— ■ * 

7-/K^5Xh'j- (The Journal o 
f Biochemistry) 113, 433-44 
0, 1 9 9 3), #**ftLTl^S. 
so [0 0 0 7] L*»Lftff6, BrflMtbdV^^aUV 

p y#^a y yilttLTM^c, K&tttfil 
eL^sstbtfi^ts^snf^^, Jf-oa^tts 

[0008] i^oisg^Rsogaasssfb-rac 

>*^fiSfbfS CV**3* ■ xb ■ >W*74& 
(Biochimica et Bioph 
ysica Acta) 5 3 2, 1 5 5- 1 6 0, 1 9 

so 7 8) , $fe, y;l/3-x^0WHttiff>WEH?0JS 
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«HHtt^<SB£fldftS*w«ftV 08IPB5 9-5 9 6 
[0 0 0 9] h n y^t^a 'J yfesvsi h n y^tv? 

6 2 1 9^16, #l§¥2-2 5 5 6 9 9^i^6fc<£tf 

wo 9 1 / o 4 2 7 BQQm$iomoim*wmtt 

/Mr/Hn-x, fc/Vfl+s^fTIrtr/l/n-xoEBtfS 

l\ fflBPFl - 6 2 1 9 #4^fi, mtm-2-2 5 

5 6 9 9^8, If If ¥3 - 2 1 8 3 9 9 ^Sfcitf 
WO 92/0032 5^4^BtfKO«KOffiMffl&iiWKfi 
V^T, ©SME 7/1/75 y, fg«H*5^>, feSVHiV 

[0 0 10] tctj, fcbSE&#^»tebn a 
y>KO^T, 7/l>73>, M»t?5f-y, ?yyy, 

nlffitt b p 'J ytov^fiSTfS 

KSfB&lk (^MHS5 7 - 1 6 9 4 2 5 ^H) , "fe/1/n 
-XHWtt^Y * yftlMfgim ;* ^/Vy * n 

xbyy£<fc5-fe*u^y, ^y-^yy, 

^7*^ b<D5S*felt (WfMBS 5 8-2 0 6 5 1 3%^ 

«, «fims5 9-7 6 0 2 4^8, wmeeo-io 

0 5 2 4*§4tfB) ©0!lff*@SftT^5!^ RfigttbP 
[0 0 1 1] 

[fPW^L^fclTSESffi] #J8UH®g«fi, SRI 

fiffiWtytfi£ttfc«nfcBr*tt b n y yd 

£ #fc«H»^E>R»WEi: 6ft^RT*tt b o y#*5>a 



rffiffl nTffi& nMtt b n u >*tSH6ia8!e 

Tfe»\?»«E J: 5K'&fiffiT*gt $ £^g|g n n n 

a. nr»tt b p ytft s>a U yoSSflSMfe ±tfg£fb 

b p yaJMr^a. U yoMKitMfcitf MKit£ 
10 ffi*JBfiW*!ii:fc**. 

[0 0 12] 

b-x (ojr jsjf. ajft mv&Mmm& 

tn?&oTfc&<, JUT, raEKKOftvJfr&tt, 
b-Xf:^5fc*KH:e:n6^T*Q^r5) , ^7b 
-x (oJR SfeBoJ^i:p^offiiSJt*ii^» 
T-fcoTfeiK, JUT. ^rtE«oftv^»#tt, ^^b 

20 -xfcv^fctKtt<in££T*s3"rs) . m * 

T*^Ttfi<, JUT, ^KB«©av^»&tt, 7)V¥ 

[0 0i3]fct, pr*tthny*ts?a 
U>t, v;I/h-X, 7^ b-X, ffiR, 7/1/4=- V* 

» t -r § nJ?gtt b p y >>a u yd«as», Mtf t 
^ejjictiEfev^T^K^yei^ffiseffl^^p^n/ini 
?§ttbpy^y'auy^»fi)cti, »«ttf, nrr§ttb 
p y^y'a 'J y fc^^yttSffiffifSKaSj^jS^i: 
•r a nirstt b p yt;t-y*a u y*te^»*ffi«-r *„ 

[0 0 14] nrSftthpy^^iUytt, tbSfi* 
nl^tt b p y^y'a 'J yx^s c tm* s 

40 KOnT»14bny#ts;aUyB, MjzSO^OgffiT 
3lfflStifc4MKSnKtf»OHr*tt b n VttVa. U y^d 

#u cnc>coiffi^ofa*g^?ifflL*i8H^©pr?§ttb 
p y^y'a. 'J yoftSfTSo 
[0015] =thx, t bsa*njrittbpy^y"i 

-T) ^TS 72, 000±3, 000 

BKKattBTf O Fr->;«t b y A ( S D S ) - 
^ y 7 * y ;l/7 5 Ky;MlfiHMM* (PAGE) KiO 

50 



(5) 



2000-26309 



a) mm& 3. 9+o. 2 

: 

Ala-Pro-Ala-Glu-Pro-Gln-P 
r o-G 1 y-G 1 y-S e r-G 1 n-Cy s-Va 
1-G 1 u-Hi s-Asp-Cys-Phe-A 1 a 
-Leu-Tyr-Pro-Gly-Pro-Al a- 
Th r-Ph e-L e u- 
C*S : 

— Leu — Ala — A r g, SftS-Leu-Va 1- 10 
A r g 

-) »#« (««%) 

* tt» : 5 . 5 ± 1 . 0 % 

[7x/-;l/»£TiI£] 
757B : 2. 2+1. 0% 

[E 1 s on -Mo r g a nffi (B 1 i x^&) TM 

mi 

i/7Mk ■ 2. 8+1. 5% 
[Wa r r e n?£T«] 

[0 0 16] Sfc, thgS*nr»ttbO>^S?aU 20 

-<) 79, 000 + 3, 000 

BBKHflftT?© SDS-PAGEtcit) 
P) 3. 8 + 0. 2 

N**S : 

Al a-Pro-A 1 a-G 1 u-Pro-G 1 n-P 
r o-G 1 y-G 1 y-S e r-G 1 n-Cy s-Va 
1 -G 1 u-H i s -A s p-C y s -P h e -A 1 a so 
-Leu-Tyr-Pro-Gly-Pro-Al a - 
Thr-Phe-Leu- 
C*4S : 

-Leu-Al a-Arg, Sfcfcl-L e u-V a 1 - 
A r g 

-) m^m mm%) 

tf : 6 . 2 ± 1 . 0 % 

757B : 3. 1±1. 0% 
[Elson-MorganS (B 1 i xgffl fi « 

£] 

->7;l/BI : 3. 8±1. 5% 
[Wa r r e n)ST-IJ£] 

[0017] 2a**vi4 3aa±oi^7aonr 

»ttM3y*ts?a'jyfc, v;i/r— x, 5*r— x, 
a 2 8M±**BSJS#fcf s nT»tt h n y v 



[0 0 18] RT^tthny^^a'J yfc, v;l/ 

•J y©#£ LV^tiMlHfc^T'S^o 
[0 0 19] Bjltthny^aijyfc, 
h-x, 7*b-x, KM, z/i/^-yfc.fctf^oJfi, 

2«W±i:*?§»^-rsxg*^nT?§tt h n ytft 

s?a y y$«iB^!ftoiiiffi*ffi«-rs. 
[0 0 2 0] ^lt, BT»ttH3y*ts;ayyi:, V 

%^^±aORl?gtt h n ytf^y a y ySWfiStoOB 

[00 2 l] £7Su 2afeSV>tt3aJW±<0^?aORl 

ilfihP^tfayyi:, v;l/h-x, 5*h-x, 

*z>jm*'£tsjM<DBim& h a y y*M 

[0 0 2 2] tUT, 2a»*^tt3aCU:04H ! ao 
x, 7;l/^-yfe<ttf^cD& fc±^^t>tt 

njBsesijfr 6atf ns 1 as 5 vtt 2 msui t <D®m 

[0 0 2 3] ^LT, RT^ftbPy^^a'jyt, V 

;l/r— X, 7^HX, ffiir, r/l/^yfeitfJf-OJS 

^ 5atf ns 1 as 5 2 a«±*iiiraf 5 wm® v 
h-x, 7^h-x, sag, r/i^yfcitf^oififr 
^t-^a y y ofi£fBRi*!MW s o * l rp-f * yft 

»ffiSttffl£» <T 3 njjgtt h P a 'J y<D®# 

p y >«fMj%iita„ 

[0 0 2 4] Sfe, 2S»Sl/^H:3a«±0^aORr 

7;v^yfej;tJ : ^o^?,affns lflfesvitt 

2 «fiU:**iin-r S nfjStt r- P y^tS^a 'J y Og£fb 
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[0 0 2 5] *f£HJ!«, ESfcLT#«J^«OnI 

rag, 7;i/^-yfc£tf^0ife^S{£na ia*av 

2 mu±*&mi£,ft t ? a RlTStt h a yttita. y > 

ORTrgtthny^^a'jyfc, E^iranlt^^^ 10 
yttlMffittM^ira^n^jgtt h p ^^->"a y y 

n. ffiaatcf&^L/fcfctfesgg^oiag^ci&a^ 

[0 0 2 6] 

a^ay^wsns, gnat-ran^ 

5 L < tt v* h ©fpgtt h n ytft-y a y ytfa£ft5o 

-2 1 8 3 9 9Wjmcmi<o#m7i$mv<Dft¥m& 

72, 000 + 3, 000 OWT, UTM 1 fTSo ) 
SfcH:/:j3«fctf 7 9, 000±3, 000 (JKT, UT so 

ae?x¥WK^gsnfctoi:bT, W092/00 

3 2 5#£«fc:E«©!BSfc bSS*nT»tthn>^ 
■>*a'jy, $5^l±!#i¥l-6 2 1 9^^{CfcVT 
TOSSftTl^a, 75/*iK<D75/ggSE?iJtf A 1 a- 
P r o-A 1 a-T*S37;/i4 9 88SJ: DfcanT 

Tfflv^^ Bfigtt h n >4^e->"a y yawns,*, u 
TafflBTfleasas -entas nr vn« «t v \ 

[0 0 2 7] S fc, nl^tt b P y^^a V >I4, ±j£ « 

y^y'a y yig^fttfs -3 t t ± < , ^o^ws 

ffifCSao *?W¥3-2 1 8 3 9 9#&ffifc 

wssns 2i»t hg^©nj?gttbpy^yay 

>Oii^ft-p»^TtJ:V\ Sfc, WO 9 1/0 4 2 7 

6 Jf&ufcssti* ± a ^»ii*jgos^a njstt b n 

ytf^a y y<DM-&faT*&^T<t> <fcV\, C © «fc 5 & Bf 
ffif ¥ 3-2 1 8 3 9 9 a^(±*fH¥ 3-86 so 



9 0 0^^^KEa<D^ffiT% jie^ffi^^^KO 
VTSW0 9 2/0 0 3 2 5*§&$L 1 - 6 2 1 

9%m5^liW0 9 1/0 4 2 7 6^$P?tfB» 

<o#8cTSBgf a a „ 
[0028] #«im^&nag£<bSiB, s^tt© 

lffi»Sfctt7 5/»TffeSo f?SLV\ * 

;i/b-x, ffiir, 7;i/^-yfe<ttf^o^ 

^ sauna ii*5v^2ieuitfffl^6hs. 7^ 
^>o*o«^, *«M #«to^sa*^cD 

u\ »SL^itLTiii, tx-ywm. mmmw 

fctm ^KKBSsnafeo-eaav^, ni?§tthp 

yt^aUyimgAffifeftfJO. lmg~1000 

m g sa^j^^na 0 iwsi< t±Rf»tt h p ys 

^'jyimg^WctJO. 5mg~5 0 0mgg 

fi-£&a D s l < tiBiMfe h p y y 

lmg*i»ftD0. 5mg~l 0 OmggfiT'Sao 

jRt^a y yK^aj»oJt#W^«ff*K:lH« 
L^-rv^fcfe, Rfigtt h P y y 1 m g ^fffife 

tc*)0. 5 m g ~ 5 0 m g Mtt 5«W S Lt\ S 

fc» w«*«iM-raB»Tf7 , *xh 
•7 y *©K**? ^Jfiaiita Ltti^o 
[0 0 2 9] v;Vh-X, v^h-X, M«> 7 

> * i tf * 6 atf h S SSEfldWtt RTrStt h 
p y*ts;a y yttn^zmm lit) nmsft 
fjioomgj-xTOSLt^o^L^ sine.© 

aas&a, Wk«i**a^tt»fW6s^?s^s 

»a^i*s^nao 

[0 0 3 0] *«B-pfflV^tl8 WKihfflti, MS 

WKBjgsnafcoTtt&^o 
^F^Ptfl^y^^F«a^*, >t°y (^->7;l/ 
*uy) t/-st»y-v;nf^yxxr;i/ (v;i/e 
h-zl/OlfijKBIxx^I/ftffai^O^MROxf-uy* 

yS{ktv^ffl^*WSLV\ xf-uy***^ K^p 

8, #U (*+^7;l/^^y) 

^y-&t>* h y - v;i/tr ?yixf;i/fc ltb, #u v 
h 8 o w h xxf/W , ^ y y h 2 
o (7>>whxxfW , t;>jvM-h4o cvi/ 
5f-hxxf;W , 3Syy;i/^-h6 9 (xfrw 
hxxf;W 9. t;ij*t->ifi/ylfkt?i/»i:L 
T«, HCO40, Hco6of»f5n5o ens 
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tt#'J (**i/7>l*]sy) ^/-&tfby-V/H£2 
yxXf;I/»S L < , 5 F 6 8 , #U V/I/ 

^-h 8 0, S5V«'JVM-h2 0«L<, 

[0 0 3 1] LT©^*M4IM?gftgiJ 
7mW$* KfcVT 0 . 0 0 0 0 5wt%^±Tfe5il £2^ 
Silt tfUS L < , frfrSjtttT-nlTgft b P I/ft**? a. 

y yymm^x 1 wt %fitToauaT»s c t # as l 

l\ iin?»OMteih^«aS^Sfittt#L, 3-fc 
fl^l$fc:fett5^te*^^fcffl^*S»©*fgJf' 

0. 0 0 0 0 5~ lwt%fc&3MT?£ft{£, *fflOB 

fisRtt, o. oooi-o. o iwt%i:a«»a«jfs 

[0 0 3 2] *«iB?ffl^&ftaS^fl3W*£tf!8*IS 

±»jo*Kaa»oT/i/h-x, ^^h-x, mi, r/i/ 

y fe i tf * ©«, fc* tf IN'* y^EEHg&Itt* 

-r * yttmsesa, 7;i/=p^ > « * cbw * vttfstffi 

r>*7;L/^>, miftitfT/l/^-^, v;l/b-X*5£ 
tf5*b-X, v/Vb-XfcitfffiSr, ^b-XfcJ: 
v^b-X-^b-X£J;Mf, v;bb- 
X • 7;l/*-y:fc±tf#-r*:/tt#rai£im b- 
x • 7;^^iW^«« fesv^ 

wan, s^jt*affiifp*5o ±hb©513. 

[0 0 3 3] C©9^ V;Vb-X, 7*b-X, MM 

b 8 0 , fes^tt* U v;l/^- b 2 o tfiffS L 

^l/b-Xftitf^l/P-y^F 6 8, ^b-Xfcj; 
tf^P-7*F6 8, ffiBHSitf^ba-yirF 6 8 



&5W±7;^-y£J;tf7 p ;]/n--y^F 6 8©fi*# 

[0034] imwmmL b p y^t^a y 

tttttt, b P VttVa. U i tf V;!/ b -X, 

3 ia^5^tt2aj-x±©^SfiSc^Kto^T, ^©^m 
s«tjsu/cffi#ffl, Kfjsffl, eff&k tittM, ms 

1WJ#©ttM©^MiJ^#LT^TfeJ:^o $fe, * 

5swonr»tt b p y*^s?a y y^rastoa, nnsft 

10 bnyfltsJayyfcitfv/i/h-x, 5^b-x, ffi 

a 'J >#WfifiSc»ti, nJStt b P yjPtSJa. U >fc 

s^kao, mam* mmis mmk 

ffl^©tt^©gsWJ^#LT^Tfej;(/\ mmtLx 
?fij, tff^Jfl ?W4^J. ffiRffl, jsmk 5i* 

ctmmv&z>„ pHmwKD^commm, urn 

3 0 [0035] *«K© b p y a y 
«*©aBS*ffitt, tufH©*si?ffp,nsni^ttbpy 
^t^a y yjfe-^wrsjsjscT^ b-x, b- 
x, mm, r^-yts&VZcQM. Ji±tf^W*ytt 

[0 0 3 6] nMtt b P y >©JSS^«tlt 

v;ub-x, ^^b-x, km, rj^-yx&xszn 
&±mM*y\mmftm\frt>m\mz> imh% 
v& 2 mu^m^xm^^mmj^mm lt t 

■B, ^Mttbpytf^ayytv^b-x, ^^b- 

X, » 7;l/^yfej;0^©^ feiWWtVtt 

jfigsfsaifr & atfh5 1 as a w± 2 aw_h*»»}i 

jStctevTtv;i/b-x, ^^b-x, ffifc 7;b^- 
y 43 i tf * ©js, fc<t tf ^ N" * y tt^fflffittm^ e mif 
1 assv^a 2a«±ti ; ?-©?§?gt LTta^rt ± 

v\ ES n n n t LTffiffl-TSJi^fctteinsoiSiinSlttlg 
50 [0037] SStCtiBOJMIijiffOjSfJSfeKJ:?)* 
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;i^fcS^S¥ffiT#at S c t *<a$ L < , £ ?> scptf 
[0 0 3 8] g£i:LTffifflfa*i^ 

ty^7x7- k: ft s l fcjgfliif « ntt#-r s c f: t ri 

W^ff#lf¥3-2 1 8 3 9 9^H»SEiS2fta<t:3 
CO. 0 0 5~500mgM i?SL<S0. 1-1 

omgrtfiffiawjjssnsff, s«« 20 

t js u xaatizit- scorns. 

[0 0 3 9] COJ:5KbT»6nfc*aKO»a* 

a, sse ■ jek ■ • ta^fc^tm^oiagv^ft 

v^stfcftsrrawt^a, sfc, 
isa^ifi:33VTiittK:T^LT«^-rs*&fe!»ii 

E*!)W»M*«^acfcfc<«#tft^i:iS:a. «± 
ffBTffifca^fe. HE, Bt«ffiffli^0SS'\0!»|?*'|» 

ihsnfejflissHjgSKflitjajSSflD^Beteasii*^ 

ffi, SSfcSI, SSffcm !^ISiM*a^H:!R»lft 

setc^affl^fcfflv^a/fcftonrffltthn^jp^ « 

[0 0 4 0] 

#M¥3-2 1 8 3 9 9^g(07?ffitipi:Tt Mj?fp 
100L£l0% N aOHT'pH8. 5C11L, If 
C1T? P H5. SCMttfe 7^'Jnnb'J;Hra so 



14 

[0 0 4 1] pH£7. 3EMSE& 60"CT'15^H 
MLft. 0. 0 6 8M NaCl^ttSO. 0 5 
M (pH6. 5) T^6n>fV^3 -> 

^LTfcl^ftDE AEWn-X O 
3 0 0mL*7AEa«lSS*)13fi**T?gttH^*aftJe 

n yf^ s/ 3 ^y^tffiffl Lfe t m vmmm 1 5 

OmLT«, 0. 0 5M N a C 1 fc^trfSWfflf 
«(pH4. 0) Tffiffii9#*»ttiLfco 

[0 0 4 2] »ffi«tt, #H#^3 7j©l8fltf3illlT? 
WmU 2M NaOHT*pH7. 5ESffiU 0. 1 
M NaCK ImM ^Z/^iP^WKOSiiXfO. 
5mM CaCh^O. 0 2M hUXffi®S« 
$(pH7. 5) Wfenyr-fya-y^LftD I P 
-hnytfy-7A*n-xo2. SmLA^A^ajl^ 

[0043] nyf-f-yg-y^ifflL/ct 

Hl38««2 5mL-eift8Mk lMNaCK ImM 
^VlfS^yffiBtffifcitfO. 5mM EDTA4$& 
0. 02M hUX««»(pH7. 5) T?»tB 

-ri/a^y^LfcD I P-bPytfy-Ttfn-X^P 
vh^7-r-T?fifliLfco 2[§g(DD i p-hnye 

SlOmL T?25fcMM£, 1 0 m L © 0 . 8M NaCK 
ImM ^>1f53;yaattWSj:tfO. 5mM CaC 
l 2 *^t?0. 02M hUXiS»8«« (pH7. 
5) 1M NaCK ImM ^>1f5^> 

^ffife^O-'O. 5mM EDTA^tfO. 0 2M 
h'JXfiWIKKS ( P H7. 5) TffittlB^StHL 

It. 

[0 0 4 4] igffi^tt, »H»?a3 7iOPI^giiKT- 
SJfiU ^feO. 14M NaCl^-g-tJO. 0 1M 

mmmmm c P H7. o) tnyf-f ya-y^Lt^ 

^fc-fe7r^U;ys-3 o o (7r;W-y777^y^r 
5*;bttSD O5 0 0mL*7AtfWiifiU ffittB 
MtmiLtt (UTM0) o fft, giJOllin?tt#3B7£ 
«ITTOSDS-PAGEt^fl7 2, 000+ 

3, oootftSfafiflBl^* (utmi) . sav 
a, ^?I7 9, ooo±3, o o o fcffla-rajgttH 
%i&m\.it cutm2) „ iinf.<DH^tt-«g7j< 

[0 0 4 5] CO±5fcLT^5nfe^»®!OtbSffi 
nmn. h C y^tS^a U >U TM 1 JSiff U TM 2 14* 

ft«TO»iMKt* <t tf ttH*=frT a = 
(1) UTMI 
-T) 72, 000 + 3, 000 
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SBBTHKfc-e© Kt^/whw- h u 7 a (sds) - 

# A/7 5 H (PAGE) Kit) 

»J£] 

P) 3. 9 + 0. 2 

EBD 
N*ffi : 

Ala-Pro -A la-Glu-Pro-Gln-P 
r o-G 1 y-G 1 y-S e r-G 1 n-Cy s-Va 
1 -G 1 u-H i s -A s p-C y s -P h e -A 1 a 10 
-Leu-Tyr-Pro-Gly-Pro-Al a— 
Thr-Phe-Leu- 
C*4S : 

-Leu-Ala-Arg, Sfcte-L eu-Va 1- 
A r g 

-) «#* (SS%) 
tftt* : 5 . 5 + 1 . 0 % 

75/81 : 2. 2+ 1. 0% 
[Elson-MorganS (B 1 i xgS) fl 20 

£] 

^7;l/ffi : 2. 8 + 1. 5% 

[Warre nffitiftfg] 

[0 0 4 6] (2) UTM2 
I") 79, 000 + 3, 000 

ffiMTtWmT'CD SDS — PAGE ft iD «J£] 
n) tgftS 3. 8 + 0. 2 

*s75/^ib^ (m^m<Dmymm<D7^/m 
mm 

N*4S : 30 
Ala-Pro -A la-Glu-Pro-Gln-P 
r o-G 1 y-G 1 y-S e r-G 1 n-Cy s-Va 
1-G 1 u-Hi s-Asp-Cys-Phe-A 1 a 
-Leu-Tyr-Pro-Gly-Pro-Al a- 
Th r-Ph e-L e u- 
C*S : 

— Leu — Ala — A r g, %.fzli—L e u — V a 1 — 
A r g 

-) «#« (MM%) 

tfttSf : 6 . 2 ± 1 . 0 % 40 

757» : 3. 1 + 1. 0% 
[Elson-MorganS (B 1 i xgS) T'ffiiJ 

m 

i/7)]/m : 3. 8 + 1. 5% 
[Warre nffiT«] 

[0047] (Bi?§tt h n * u yoswj 2 ) 

(RTM 1) 

WO 92/0032 5*§£*0#i£T*aBSLfe. fab so 
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13, fcM&BcDNA^-f^y-JjDftOitffeDN 
A*=fOTLT75/S4 5 6SSJ; D&SnJ^ttr-ny 
^a'JV (ruTM-Al a) 
£lfSU Cft*CHOffllfiK*B#aA/£1k ilfc?ft 

i p-huyv>-7fiv~x-t]7Lst>f)mmz£t) 
mwLuttm&mc crtmd = 

[0 0 4 8] (BT»ft hn^>*aij yO&fiW 3 ) 

b Rljgtt b ci vXtV* U >©Sjg 

(RTM2) 

WO 9 2/0 0 3 2 5#4^80*ffiK:lpi;T«jgLfeo 

£DNA£?[JfflLT75/*^©75/SEK?iJtf A 1 a 
-P r o-A 1 a-T'W75/i4 9 SgMJ^&S 

^TE58Ett**§fc. CO««St*0^g^«*D I P- 

mtozmt (rtm 2) „ 

[0049] *&m*mmKmm-t*fc»bKmmMKz. 

@tamn 1 ) b a v&^va. v >nwm& 

lTff6ftfeUTM0*fl!VvT\ TEfca^LfclMfflai 

Affile i Ofiofco 1 fcitfig 2 C^-r o 

Jtr596fgLfec ftfc, *»Tffl^ftUTM0llU 

TMituTM2t^n ; en6 9% > 3 1 

^f:„ Kill UTM0 7 5mgMi:?;l/HX 
3 0 0m g m ffitffl»j<3 OmLfcTSIBL 

/co ztowmMnzmt. M#7X/W7;wcim 
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yS^i/a. V y^WM 2 0 n L 2 0 mM CaCl 
2 /hUXafflBMBt (pH8. 4) 60(iL, set 
f hD>H'> (Mil) 4 0U/mL?gS^2 0M 

(7^'JA>^7^/Xx^*a») 12U/ 
mLj*K*2 0ji L&blU SST* 2 0 2flBK*S£, S 

0. 15U/mL, 15U/mL) 8 0/iL»iBU 
SfiT*2 O^fSKSTS,, #^T\ 1 2 5 /i L 

«8tU Huia^i3gSK3mM?8ffil 2 5 p L£?StoU 

sgT?«ns«fc:4 o 5 nmo&mic&v&mMitwm 

fc a timim?$¥3-2 1 8 3 9 9#£«0K«Kt^ 

[0 0 5 1] OIiltt£/»0«iJ£r£) *T?«tt h n y # 

t->*a U >oayfei*:^jS** TSK-gel™ G30 

oosw>l (SPWMS) ^^^i/ttMffitJ^ffl 

[0 0 5 2] 







* in M 


nmm& (%) 






m m 


ft (mg) 


3>r£ 




m 


MJMl 




3 0 0 


99. 6 


9 8. 


9 


m 


MJM2 




3 0 0 


9 9.8 


9 9. 


3 


M 


MM 3 


mm 


3 0 0 


9 8.4 


9 8. 


7 




MM 4 




6 0 0 


99. 6 


9 9. 


6 




MJM5 




3 0 0 


9 6.0 


9 7. 


6 


It 


MM 6 


*?y~h-)i 


3 0 0 


9 1.3 


8 9. 


3 


R 


MM 7 


Wyy 


6 0 0 


92. 9 


8 2. 


2 


M 


MM 8 


mmvyfy 


6 0 0 


8 9.0 


9 5. 


6 




MM 9 


HS A 


3 0 0 


87. 7 


84. 


8 



17 



MM 2 


UTMO 


7 5mg*i 






3 0 Omg 


MM 3 


UTMO 


7 5mg*I 




mm 


3 0 Omg 


MM 4 


UTMO 


7 5mgM 




MM7)l¥=.y 


6 0 Omg 


MM 5 


UTMO 


7 5mg^j« 






3 0 Omg 


MM 6 


UTMO 


7 5mg*f 






3 0 Omg 


MM 7 


UTMO 


7 5mg^jffi 






6 0 Omg 


MM 8 


UTMO 


7 5mg^i 






6 0 Omg 


MM 9 


UTMO 


7 5 m g tlV 






3 0 Omg 



[0 0 5 0] Gj*©iHj£2rffi) hn>e>«#TTO 
^nxYVCSttfkffi^jSaKG 1 u-P r o-A r 

g-p-NA (aetfcs) firasss («o -em 

SU:thg^tthn^v? a ijy (UTMO) 20 

*app*KfcLTffifflLfc. -rsfrts, o. 0 5%#y 
v^-h2o/buxftaaBaf« ( p hs. 4) tm 



[0 0 5 3] 
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& DC 


wm^im (%) 








M (mg) 






n 


wmm 1 




3 0 0 


0. 0 


0. 8 


m 


mm 2 


7^h-x 


3 0 0 




0. 0 


m 


»MM3 


lilt 


3 0 0 




0. 6 




«HW4 




6 0 0 


0. 0 


0. 0 


it 


WH«9 5 




3 0 0 


1. 4 


3. 4 


« 




V>- 1 — Jl* 


3 0 0 


0. 0 


4. 0 


m 


WBW7 




6 0 0 




5. 7 



i7;^;> (hsa) t£©ffi©Hfi«ft»iinS![*sain 
ffwatfissftsfifc,, -ratals, fcbRr»ttbn># 

[0 0 5 4] 2 ) WjfiO nTfflfi: b P 

U y©S3tf#M 1 T't#5nfcU TM 1 &§W£UTM23r 



fco Cn££4 0^Sfi7 5 %(D'BSf|tffi#L, 6 
£*frS%t?3Lfc= 

»«!ll U TM 2 2. 5mgA«i:v;H-X 1 
0 m g fc/ra*, SSWC 1 m L ETiSSLft. C 

2 ^ 6 8 Offi^^MSK Llto 



««2 


UTM 1 


2. 5m 


iJM 




x 


1 Omg 






U TM 2 


2. 5m 


itiM 




mmr^-y 


2 Omg 






UTMl 


2. 5m 


itsM 




WM 


1 Omg 






UTMl 


2. 5m 






~?y=- 1 — )i 


1 Omg 






UTMl 


2. 5m 








2 Omg 






UTMl 


2. 5m 








2 Omg 






UTMl 


2. 5m 






HSA 


1 Omg 








[31] 
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21 22 



fft 3 





m 

m 






9J 


ii % %. # $ (90 










* * 


* (mg) 


m 
m 


l 

2 
3 
4 


UTM2 
UTMl 
UTM2 
UTMl 


2. 5 
2. 5 
2. 5 
2. 5 


5f I X 


1 0 

1 0 

2 0 
1 0 


1 0 0. 2 


9 9. 1 
10 2. 3 
10 0,9 

99. 6 


it 


5 


UTMl 


2. 5 




1 0 


99. 8 


96. 5 


m 




UTMl 


2. 5 




20 




96. 2 


m 


7 


UTMl 


2. 5 




20 


10 2.3 


87. 3 




8 


UTMl 


2. 5 


H3A 


1 0 




90. 9 





® 
m 




m an m 


CSS) 


mm 




m. m 


ft (mg) 


m 

M 

m 


i 

2 
3 
4 


UTM2 
UTMl 
UTM2 
UTMl 


2. 5 
2. 5 
2. 5 
2. 5 




1 0 

1 0 

2 0 
1 0 


0. 7 
0. 4 
0. 0 
0. 0 


it 


5 


UTMl 


2. 5 




1 0 


4. 0 


tt 














01 


6 


UTMl 


2. 5 


9V&> 


2 0 


2. 9 



[0057] mmm3) 



UTMOfcfflVT, v;l/h-X, 5^)--X, SH^S 
^»£K7;l/4 i -i'*0. 5S^L5mg/mLtft 
5 0. 0 5 m g A«/m L O^tt h n a 'J y 

[0 0 5 8] Br»tthny#^aU>*qEttLTWI 



HB58-rs#&, mrnvsmmmffimipzount. -is 

K 4 0 °C, 6 y^H«#TfOfiStt*Bfifc LTPM* 
5 0 TC, 6 ^HHOffi#Tfeffi«>TS£t?*o 

[0 0 5 9] 4 ) M$<D nj^tt h n a 

U yoffiffflj 1 T?*#6*lfeU TM OfcfflV'T, TfBfc^ 

«tLTUTM0 2. 5mg»titi*2m 

0. 2 4ml S^J y->'»^^7Xf 7i78St 
A^fc^aSffi* (1 0 0ml) KfiffiU nTStthP 
U >03!t»g£«l 0 . 0 0 3 m g tsM/ 
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IEill9 UTMO 2. 5mg^«t*yVM 
- h 8 0 5 m g ^fa* , ^mmm. 2 m 1 KTjfflfL 



It. 

mmmio utmo 2. smg^ffitsanf^^ 

y 1 0 m g fcfln*, £3&£M[ 2 m 1 K T?§» Lfc 0 
[0 0 6 0] 





& 

j£ 

m 
m 


an Si 


m&m (%) 


a * 


HJftS (%) 






9 




0. 0 0 0 6 


9 6.9 




10 




0. 0 0 12 


8 7.5 


*™ 








7 9.6 



U v;i/^- h 8 0 *jS4irr« fc-tf ^f-vjfetofcJt^r, 
[0 0 6 1] &K0D 5 ) MkS© nT?gtt b P 

y y<omm\ 1 -easiifeu tmo^t, tec* 
\^rtffls®P)mm*wmu ask** 

MtLTUTM02. 5mgAi441tiSZmlK 

l^Uffi-tr-yh (f*7a->* 3 > R TS-A200 
CK, t^H) *8»Lfc£a£Jfi« 

&JftMffi!ll2 UTMO 



fiJS»«0 1 3 



#y V;W-h8 0 
UTMO 

#y v h 2 0 

UTMO 

#y v;i/^-h 2 0 

UTMO 

7;l/p->y£ F 6 8 
UTMO 

7;I/nx<y*F 6 8 



500ml, ^XfyJIBffi tiSSU nfi§tth 

n > a u >oaii»»a**5, 0 . o o 2 5 m g * 

ISfSMU 1 UTMO 2. 5mgMt*WM 
-h80 lmg» Mt«2mlCTi§iL 

. 5mg^|{iffi 
• 5mg 



1 mg 

5mg^jfffi 

5mg 

5mgt>U 

5mg 

5mg^{ffi 

1 mg 



f?H2000-2630S 







$ JU SI 




as* 
(%) 




(%) 


(%) 


si 
m 


1 1 

1 2 
1 3 
1 4 
1 5 
1 6 


#U7Jl^-h8 0 

tfyy^-hs 0 
#uv;i^-h2 0 
#uv;i^-h2 o 
y;pn=y^F6 8 

^n=y^F6 8 


0. 0 0 0 1 
0. 0 0 0 0 5 
0. 0 0 0 1 
0. 0 0 0 0 5 
0. 0 0 0 5 
0. 0 0 0 1 


8 7.4 
8 6.2 
84. 2 

8 3.6 
94. 8 

9 2.7 


1 0 3. 3 

8 7. 0 

9 1.3 

8 3. 4 

9 2. 2 
8 7. 5 


M 

m 
m 








6 3. 3 


7 9.1 







m 6 ictf.? J; 5 £ , * 'J v h 8 o , # y y 

^2 0, 7;l/n:^y*F6 8*iSiinUy&&, ^©Zlffi 
0 . 0 0 0 0 5 wt %2LtT* h m^mit ha^f 
5> a U y #»7j<?gfS(D||$-tr y h Mtf K 7^ X «y * SI 

[0 0 6 3] &IMfl 6 ) MkS© RT^tt b n 
U VQffflm 1 T'ff 6 ftfc U T M 0 £ffll^T, TEfC/S 

OBfi«tcffi# U 3 a J! J: tf 6 B 

Kflffill 1 UTMO 

#>;y;ws-h 8 o 

m\m\2 utmo 

#nz7!^F6 8 
SESIM13 UTMO 

y;l/D--y^F 6 8 



zw&lk. mi^m\±±mmm 1 ©sat ± af? 

Mil 0 UTMO 1 

50m g m mmrfr¥=-y\ 2oomgfei(fy;i/ 

n-7^F 6 8 6 0mg*M, SlttSftB* 6 0 m 

WH1 1*6 1 3 0SM*««Lfc 0 
1 5 Omg^i 
1 2 0 Omg 

60mg 
3 0 Omg 
1 5 Omg^jffi 
6 0 Omg 

6 Omg 
1 5 OmgAi 
6 0 Omg 

6 Omg 
3 0 Omg 



f?H2000-2630S 





m a m 


tsmm^ (.%) 


a m 


ft (mg) 




6*£ 


mm i o 




12 0 0 
6 0 


10 0.4 


10 1.0 


mm 1 1 




12 0 0 
6 0 
3 0 0 


9 9.3 


1 0 0. 2 


mm 1 2 


7 r ;l/p-«y^F6 8 


6 0 0 
6 0 


10 0.4 


1 0 0. 1 


mm 1 3 


b-x 
^nr: y ^F6 8 


6 0 0 
6 0 
3 0 0 


9 9.2 


9 9. 7 



1 ) 

UTMO 
7*1— X 

±KjS#*8:lfflSSe*fc»#L£ft* lOmLtU 

UTMO 

7*b-X 

^;I/d--y^F 6 8 

'J VBtofciR^- b 'J ?A • 1 

U ^St-7j<*^ b U *A • 2*fflft 

±E^»*SI*ffl^S*fi:»»L^a% lOmLtU 
iiHLMIl. OmLfofti/WTWSIL, 

MM 3) 
UTMO 

L-7/I/¥->1K»S 

y vafefcisr-*- b u *a • l 

y >M~jkmi- b y *A • 27ka» 

±fBj£#*£l#^e*fc:»#L£ft*: lOmLfcU 



[0065] mmmmm) xxcftRMK i o t*^k 

lOmg^f 
1 0 Omg 
1 0 Omg 

[0066] 



2 5mgM 
1 0 Omg 
1 Omg 
0. 7 7mg 
0. 1 8mg 
2. 7 3mg 

[0067] 



2 5mg^jfffi 
2 0 Omg 
1 Omg 
3. 7 7mg 
0. 1 8mg 
2. 7 3mg 
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UTMO 

^l/n-^^F 6 8 
±EjS#*aifflifSe*fci8»L£** lOmLfcU 
««ILfdll. OmL-f-DMm^TMC^mU 

UTMO 
vVl/b-X 

±e£#*£lffls&S*fc:»#L£a* 1 OmLfcU 
JfcSM3iLfc«i. OmL-f^MSiyW7;Wc?c«U 
ffilggft LT, BT^tt b n > j; a U V'&ffitfm 

[0070] emta e ) -mm 5 1 wrac#© nnstt b 

UTMO 

±Kj«#*£i*ffl&ffl/kfc:i8iWL£S* lOmLfcU 

aaeejis lt, ^ffltt b n > * ^ a u y^s^n 
[0072] s ) mm 7 1 mi&ftmm&. b 30 

UTM 1 
5*b-X 

V ymMM^i- b V VJ* • i 2#5ftf» 
U ymr. 7 mi- b U ■ 2*ftt» 
lOmLfcU 

(^fflMi 0) 

UTM2 

L-r>u*->iBWa 

Sfitfi-tf^y 

l) 
UTM 1 

^UV;I/^-h8 0 



2 5mgjl(i 
2 0 Omg 
1 Omg 

[0069] 



5 Omgili 
1 0 Omg 
1 0 Omg 
2 3. 2mg 
5 . 5 m g 
8 1. 8mg 

a yx^jz. v y^wmimm^mviLTco m 

fc, 0. i%#UV;l/^-b 8 07jcjS«*jBiaWK:tl« 
U 1. Omlf^MLT«fflU iMIfflJfflr^ 

[0 0 7 1] 

2 5 m g tlM 
1 0 Omg 
1 OOmg 

n V y&tiimWffldmZMSlLTco Wl 

fc, o. i%*uv;l^-b 8 03W»«*J«««ic«« 
u i. omi^Mu^iu suffiJMsry^ 

[0 0 7 3] 

2 5mg« 
8 0 Omg 
1 0 Omg 
23. 2mg 
5. 5mg 

a&nftraiife. 

[0 0 7 4] 



5 Omg^jfffi 
2 0 Omg 
1 0 Omg 

[0 0 7 5] 



1 Omg^jfffi 
1 0 Omg 
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y ymym^i- b y ?a • 
y >mr.7kmi- b u *a • 



1 27j6fffij 



2mg 
5mg 



[00 7 6] 



50mgM 
2 0 Omg 
1 0 Omg 

1 Omg 

[0 0 7 7] 



2 5mgM 
2 0 Omg 
1 Omg 



7 7mg 



±fBj£#££ffflljg7j<t«»L£*£ lOmLtU 
MfiilLfcfg 1 . OmLf9j||Si;V7*K««U 

mmmi z, 

UTM2 

±ia^^*ffii*ffl^e*K:»»L^a* iomLtu 

LT, n^tt hn^'aU 
WJ1 3) 
RTM 1 
7*b-X 

'j ym.7mr.i- h u *a ■ 1 27}ca» 
■j b y ?a • zmm 

±mi$ft&&mm®7kK®mL£m& iomLtu 

M£iffiSLfd£l. 0 mL-fo»V 7;Wc?S»U 
JsBMrffijft LT, nfigft b n a y ^t^m'St* 

StGKMl 4) 

RTM 1 

5*b-* 

^□-7*F6 8 

y va**-?- h y ^a • i zismm 
y ^atjfcitw- b u f a • z^mm 

»M«LM£l. OmL <ro»S/V7;WC;j£ijfU 

sobikislt, nrstt h n y^ja. y ^#aaeia» 

(Slffiffll 5) 
RTM2 
7*b-X 

±KjS#*aiM&e*fc:»#L;fc£fi*: lOmLt 
U a*K«fil/fe«l. OmLf^M/W7;H^« 

u aasiasLT, ^mith^y^y^vy^mmm 

[0080] mmm 1 6) mmm 1 5 trajs^onra 
(an 7) 

RTM2 

mmv^y 

'J >S7j<*r^- b y ■ 1 2*5ftfft 
lJ>*=ttJl^bUtf&' 2*5Wft 0. 18mg 
Mk-f b'J^A 8 1. 8mg 



8 1. 8mg 
[00 7 8] 



2 5mg;>3tiS 
2 0 Omg 
1 Omg 
0. 7 7mg 
0. 1 8mg 
8 1. 8mg 

Lfc. 

[0 0 7 9] 



25mg*f 
1 0 Omg 
1 0 Omg 

ft b n y,t;^a y >i&mmm8m*wmLito 
ait, o. i%#yy;w-b8 0*»«*a«s«eii 

«U 1. Omlf^LTjglU )§»fflfgffi7y 
7/1/2: l/fe. 
[0 0 8 1] 

1 Omg^fffi 
1 0 Omg 
1 0 Omg 
). 77ms 



o m l -f-Dmm'UTMzjm 
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mmmi s) 

RTM2 
v;l/b-X 

U b U *A • 1 2#5ftf* 

y yiir**-*- b y *a • 27icati 
Mk^-hy^A 

U &K»fi Lfeft 1 . 0 m L ^-QfciS/ W TMcjm 

l, aasiasLT, tp&ttbn yyawsas 

Sill 9) 
UTMO 

L-7/l/¥->Jfi»!S 
7*b-X 

y >b#ir^- b y ^a • 1 2 7j<a#j 
y b y * a • 2 Tkftti 

MtilLftm 1 . OmL-fojUB/Vf 7/I/K?HHU 

8BKffij»LT, Rir§tt b n yafltsJa y >d#aws*aa 

UTMO 

L-7;l/*->«»» 
v;l/b-7. 
^;bn-'y^F 6 8 

M^iffiilLfdgl. 0mLf^I»W7/WcSIL, 

<ss^s l t, nr^tt b n a y ^waaeias 

(5SfifiM2 1) 
UTM 1 

•^b-x 

#y v;w<-b 8 o 
y ^awcjRr^- b y *a • i 2*sfti«r 
y ym^ym-r b y * a • 2tm» 

±K/£#*aiifffl&e#fcffl#L£B* 1 OraLfcU 
ttMMLfcfil. 0mL^&S/Vf77Wc7c*U 

[0 0 8 6] 

mm<D%^ *mimm®. b n >*ts?a y 
ffifiScwa, • sjs • «# ■ mmiszzfnmmomm 

?!oBr?§tt b n y^'a y yttmmvi-wxttm 



1 OmgT'jtf 
1 0 Omg 
1 0 Omg 
1 Omg 
0. 7 7mg 
0. 1 8mg 
8 1. 8mg 

wmmnwrnLito 

[0 0 8 3] 



2 5mgM 
1 0 Omg 
1 0 Omg 
1 Omg 
0. 7 7mg 
0. 1 8mg 
2. 7 3mg 

[00 8 4] 



2 Smg^fiB 
1 0 Omg 
1 0 Omg 
1 Omg 

wmitmsiLtto 

[00 8 5] 



1 OmgAi 
1 0 Omg 
1 0 Omg 
5 Omg 
2 3. 2mg 
5 . 5 m g 

y#ts?a y >#w«^fttt«a©7k?§fgi: Lfct^ 
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[0 0 8 7] 

imnmi seqene lisiing 

<110>Mchida Barmaceutical Q . , Ltd. 

<12> Qmposition Qntaining Soluble TJrombomodul i 

ns 

<T30t> MTESJZJPOl 
<141> EB& 06-01 



(Tiaras m mt 



<H> 1 
<2D> 1 
<211> 28 
<2]2>FRT 
<213> human 

<4fl0> 1 

Ala Pro Ala Glu Pro Gin Pro Gly 
1 5 
Gly Ser Gin Cys Val Glu His Asp 

10 15 
Cys Plie Ala Leu Tyr Pro Gly Pro 
20 

Ala Thr Pie Leu 

25 



{72)mm ft* im 

«sa5ff«KH@-Ti7#±fi &msm 



